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(54) nPOHSBOflHblE 2-(3,4-flH™flPOKCHOEHMJl)-3TM;iAMMHA, nP05^BIIf1K)mi^E HMMYHOTPOnHyiO 
AKTMBHOCTb M OBJI/VAAIOmME CnOCOBHOCTblO T0PM03MTb PEnJlMKAIJMK) BMPYCA 



(57) Pect^epar: 

Hcnofib30BaHMe: b xhmmi/i aaMei^eHHbix 
aMUHOB, B MacTHocTM B KaHecTse Beu^ecTB, 

npOflBJlflraii^MX MMMyHOTponHyK) aKTMBHOCTb. 

CyiMHocTb n3o6peTeHMfi: nooflyKT 4)-nbi: 
[2-R ^0-3-R20]Ph-(CH2)2-NHR2 rAe 

R ^r2 rpynna: -C(0)-Ph-N02; -C(0)-CH(CH3)2: 
-C(0)-CH(C3H7)2; -C(0)-C6Hii; 



-C(0)-CH 2-C6H11; -C(0)-CH2-C5H9; 
-C(0)-CH 2-CI; -C(0)-(CH2)3-CI; 
-C(0)-(CH 2)4-CI; SO2C6H4CH3; 
-S(0)-0-Ph-CI; -C(0)-Ad, rAe Ad 1-aflaMaHTnn, 
MJiM R^ BOAopoA, a R^ yKaaaHHbie 3HaMeHM5^, 
PeareHT 1: ruApoxnopuA Aocf^aMUHa. PeareHT2: 
xjiopaHrnApuA cooTBeTCTByioineC^ KucnoTbi. 
ycjioBMfl peaKunki: b cpeAe nMpuflUHa npn 5-10 
"C. 2 c.n. (p-nbi. 6 Ta6n. 
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M3o6peTeHMe othocmtc^i k hobbim 
xmmecKm coeAMHeHki^M. KOHKperHo k 

npOkl3BOAHblM 

2-(3,4-AHrviAP0KCMct3eHMJi)3TMnaMMHa, KOTopbie 

npOflBJIfllOT MMMyHOTponHyK) aKTMBHOCTb VI 

oSnaAaioT cnoco6HOCTbio ropMoanTb 
penjinKauMio BMpyca. 

l/l3BecTHbi CTpyKTVpHbie aHanorn 
3aflBnj?eMbix coeflUHeHMf^. o5naj2;a\ou\\Ae 
flpyrnMM BMAaMM aKTHBHocTM. TaK, npenapai 
nSonaMHH, o6naAaiOLAMi^ cnasMonnTHHecKHMM 
CBOt^CTBaMn, npuMeHflercfl b KaMecTse 
cepAeMHo-cocyAHCToro cpeACTBaw [1] a 
amnoBbi^ sctDkip 

3.4-Ai^Kap6oKCk)- p -ct3eHeTMnKap6aMMHOBof^ 
KMCJioTbi npo5iBnyieT aHTHAenpeccuBHyK) [2] n 

aHTHnapKMHCOHMMeCKyiO [3] aKTMBHOCTb. 
MMMyHOTpOHHafl aKTHBHOCTb n cnoco6HOCTb 

TopM03HTb pennnKauMio BMpyca cpeAM 
crpyKTypHbix aHanoroB 3aRBJifleMbix 
coeAMHeHMM HekiSBecTHbi. 

B HacTOfliuee BpeM5i Ann ne^em9\ 
3a6ojieBaHi/it), cBnsaHHbix c MMMyHHbiMM 
HapyiueHMnMii. lUMpoKO npMMeH5ieTCfl npenapar 
jieBaMM30Ji [4] HeAOcraTKOM KOToporo nBfineTCfl 

AOCTarOMHO BblCOKafl TOKCHMHOCTb 

(Jlfl 50 cocTaBJifleT 50 wr/Kr). 

L4enbio M3o6peTeHHfl flanflioTCfl 
nponsBOAHbie 

2-(3,4-AMri/iApoKCM0eHMn)3TMnaMMHa, 
nponannKDu^Me MMMyHorponHyio aKTMBHOCTb, 
cnoco6HOCTb TopM03i/iTb penjikiKai^iiio BMpyca n 

06jiaAaK}LLiMe HMSKOM TOKCMHHOCTbK}. 

riocTaBJieHHafl i^enb AocTuraercfl 

npOMSBOAHbIMM 2-(3,4-AMrMApOKCM)3TMnaMMHa 

o6meC^ cpopMyjibi 



CH2CH2NHR^ 



TAe 




R ^=r2 C(0)C6H4N02. -C(0)CH(CH3)2. 
-C(0)C6Hii. -C(0)CH2C6Hii. -C(0)CH2C5H9. 
-C(0)(CH2)4CI. -C(0)(CH2)3C!, -C(0)CH2CI. 
-C(0)-CH(C3H7)2, -SO2C6H4CH3, -SO2C6H4CI. 

MjiM R''=H, a 



c<o>- 



R ^ npuHMMaei yKaaaHHbie aHaneHUfl. 

YKasaHHbie coeAHHeHUfl nojiynaiOT 
MssecTHbiM cnoco6oM no MeioAy Si^HropHa npn 
B3aMM0AeMCTBMM TMApoxnopnAa A0C{3aMMHa c 
xnopaHrnAPMAaMM kmctiot b nupnAHHe. flaHHbie 
djieMeHTapHoro aHariM3a, reMneparypbi 
nnaBJieHMn. BbixoAbi CMHTeskipoBaHHbix 
coeAMHeHMf^, napaiMerpbi MK-cneiapoB 
ppeACTaBJieHbi b Ta6n.1 . 

n p M M e p 1. nonyMeHne 

N-{2-[3,4-6MC-(4-HMTp06eH30MJ10KCM) 

ct)eHMJi]3TMJi} -4-HMTpo6eH3aMMAa (coeAMHeHMe 

1)- 

B Tpexropnyio Kon6y. cHa6)KeHHyio 
MemanKoC^, KaneiibHot^ bopohkom m o6paTHbiM 
xonoAnnbHMKOM, 3arpy>KaiOT 3 r AOct)aMMHa m 40 
MJi nupMAMHa. PeaKL^MOHHyio Maccy oxna>KAaioT 
B 6aHe CO JibAOwi ao reMneparypbi 5±2°C. 
SareNi npM nepeMeiunBaHMM AoGaBJifltOT 9 r 
xjiopaHrMAPMAa 4-HMTpo6eH3o£^Hof^ KMcnoTbi. 
PeaKL^kiOHHyK) Maccy nepeMeiuMBaioT npM 
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5-10 °C B TeneHI/ie 2 H. OTCt)MJ1bTpOBblBaKDT 
06pa30BaBLUM^Cn rMAPOXropMA HMpMAMHa, 

MaroMHbif^ pacTBop BbuiMBaiOT B oxjia)KAeHHyic 
BOAy ( » 100 MJi). PeaKqMOHHylo CMecb 

nepeMeujMBaKDT npn KOMHaiHOi^ leMneparype b 
TeneHne 2-3 m, BbinaBiunt^ npoAyKT 
KpucianjiMsyiOT 20 m. OcaAOK 
N-{2-[3,4-6MC-(4-HMTpo6eH30MnoKCM)(teHmi] 
3TMn} -4-HkiTpo6eH3aMMAa oT^nnbTpoBbisaiOT, 
npoMbiBaioT noAKMcneHHOM boaov^ m cnMproM, 
cyiuaT Ha B03Ayxe ao nocTOAHHo^^ Maccbi. 
nonynaioT 7,5 r 6enoro c xe/iTOBaibiM orreHKOM 
KpMCTanJikiMecKoro nopoLUKa. T.nn. 205-208oC. 
BbixoA npoAVKTa cocraBrifleT 79,1% hb BSflTbm b 
peaKUMK) AOct)aMMHa ruiApoxnopMA- OMMCTKy 
npoAyKta ocyi^ecTBnflioT nepeKpMCTan;iM3ai^MeC^ 
M3 AHMeTMnc|)opMaMMAa nnn us ai^eroHa. 
CrpyKTypa coeAMHeHUfl noATBep)KAeHa 

3TOMeHTHb!M aHaJlM30M, MeTOAawM UK- M 

nMP-cneKipocKonuM (cm. Ta6n.1). 

AHanornHHO nonyHeHbi coeAHHeHUfi 2-12. 

n p M M e p 2. nonyMGHMe 
N-{2-[4-xnop6yTMJiKap6oKCM)-3-OKCMct3eHMn] 
3Tkin} -4-x;iop6yTMJiKap6oKcaMMA (coeAMHeHkie 
13). 

B Tpexropnyio Kon6y, CHa6)KeHHyio 
Mema/iKoC^. KanenbHoP^ BopoHKoC^ m oGpaTHbiM 
xojiOAMJibHMKOM, 3arpy>KaiOT 3 r AOcfiaMMHa m 40 
MJi nupMAMHa. PeaKi^MOHHyio waccy oxjia>KAaiOT 
AO TeMneparypbi 5±2°CM. SareM npn 
nepeueiuMBaHMM Ao6aBJiflicT 5,0 r 
xnopaHrMApMAa co -xnopBanepMaHOBOM KucnoTbi. 
PeaKUMOHHyio Maccy nepeMemnBaioT npM 
5-10 °C B TeneHMe 2 m. OrcpmibrpoBbiBaiOT 
fMApoxnopuA nupnAMHa, MaroMHbii^ pacTBop 

BbinMBaK)T B oxjia>KAeHHyio BOAy (« 100 M/l) M 
nepeMeiiiMBaioT npn KOMHarHotl leMneparype b 
TeMeHne 3 h. BoAy AQKaHTupyiOT, ocraBUJui^cfl 
MacnflHMCTbif^ ocaAOK cymar b BaKyyMe Ha 
MacnnnoM Hacoce ao nocTonHHof^ Maccbi. 
ripoAYKT oHMu^aiOT Ha xpoMaTorpa4>MHecKo(^ 
KOJiOHKe (d 2 CM) c CMJiMKareneM. 3nioeHT 
xjiopoct)opM. KoHTponb 3a cocraBOM c^paKUMki 
BeAyr mgtoaom TCX na nnacTHHax CMJiyc})on 
yO-254. 06-beAMHflioT ct)paKi4MM, \Aue\o\iiy\e 
oAMHaKOBbiv^ cocraB. PacTBopmenb oiroHflioT. 
□onyHaiOT 0,8 r coeAHHeHUfl 7 b BHAe cnerKa 
KenroBaToro Macna m 1,9 r coeAHHeHUJi 13 b 
BMAe 6enoro c KpeMoaaibiM orreHKOM 
KpvicTanjiMMecKoro nopoLUKaM. BbixoA npoAyKTOB 
cocTaBfiweT 10,0 m 30,3% cooTBeTCTBeHHO (cm. 
Ta6n.1). 

MeroAOM FIMP noATBepweno cTpoenne 

BHOBb CMHTeSMpOBaHHblX TpMaL^M/lbHblX (Ri = 

R2= at^nn; coeA- 1-12) mm AnaL^nJibHbix (Ri=H, 
R2=ai^Mn; coeA. 13 mm 14) npoMSBOAHbix 
Aoct)aMMHa. Cneicrpbi IIMP CHnrbi b 
flMCO-d 6 Ha cnem-poMerpe ^MP "Tesla" 
BS-587A (80 Mfu); BHyrpenHMf^ CTaHA9PT TMC; 
TeMneparypa o6pa3L^a 303 K. B cneicrpax riMP 
TMApoxnopMAa Aocf)aMMHa perMcipMpyioTCfl 
oieAyiOLUMe curHanbi nomou4eHMfl: iljmpokmm 
cMrnan nomoi^eHUfl MHieHCMBHocTbio b ab® 
npoTOHHbie eAMHMi^bi npM s 8,82 m. a> 
npMHaAne)KaiMMi^ npoTonaM rMApoKCMjibHbix 
rpynn; LUMpoKMt^ CMmar nomou;eHM;i npoTOHOB 
npM MeTBepTMMHOM aroMe asora 

MHTeHCMBHOCTbK) B TpM PpOTOHHbie eAMHMUbl npM 

5 8,02 MA CMPHanbi norrioii^eHM5i 
apoMaiMHecKMX nporoHOB: H-5.a5 6.69 m.A- 1 5,6= 
7.9 Fl^; H-2, d S 6,63 m.A- l2,6 2.0 V\\\ 
H-6, dd 6 6,47 M.A. I5.6 7.9 r\\. 

B o6JiacTM s 2.6-3,0 m.A- perMcrpMpyiOTCfl 
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HepaapeiiieHHbit^ MyribTunneT cumsmoB 
nomoLMeHktf) nerbipex aJiM^arimecKHX 
npoTOHOB. B KanecTBe npuMepa paccMorp^M 
cneicrpbi npoMSBOAHbix fxodpanAma m 
xnopBa/iepMaHOBOM KMCJiOTbi (coeA. 7 m 13). 

B cneKTpax (IMP Bcex ai4MJibHbix 
npoM3BOAHbix Aoc{)aMMHa cumanbi nomou^eHUfl 
ajiMctaTMHecKnx nporoHOB auMribHOi^ MacTM 
MoneKynbi npeAcraBJifliOT coGom cno>KHbie 
HepaapeiueHHbie MyjibTunneTbi b o6nacTM 5= 
1,2-3,5 M.A. nepeKpbiBaiOLUkiecfl raioKe c 
CMfHajiaMM nornoLi^eHMfi pacTBopMTenfl flMCO m 
cMmanoM nomou^eHUfl H2O (npuNiecb b flMCO). 
nosTOMy. npuHMwaR bo BHUMaHne AaHHbie 
cneKTpa (IMP ruAPOxnopnAa Ao4)aMHHa, 
HanGonee nHJ^opiviaTHBHoi^ o6nacTbio cneicrpoB 
□MP, nojiyneHMbix nponasoAHbix ppcpaMma, 
npeACTaBJiflercyi HUSKononbHaji MacTb stmx 
cneKTpoB. B HusKononbHot^ Macru cneiapoB 
Tpiiai^M/ibHbix npoki3BOAHbix aaperMCTpi/ipoBaH 
Tpuruier CMmaxia nomou^eHkifl aMWAHoro 
npOTOHa npn 8 7,89 m.a. m Inhich2 5,4 r\\ m 
HepaapeujeHHbiM MynbTunneT rpex 
apoMaTHHecKMX npoTOHOB npn s7 ,00-7, 25 m.a. 
[\n^ 3THX cneKTpoB xapaiaepHO oTcyrcTBue 
curHanoB nomoineHUfl ruApoKCunbHbix 
npoTOHOB. B HMSKononbHoC^ MacTM cneKTpoB 
riMP AnannjibHbix nponsBOAHbix aocpaMma 
aaperuiCTpkipoaaH curHan nornoLi^eHMfl 
ruApoKCMJibHoro npoTOHa npn s 9,47 m.A- 
TpunneT curHana nomou^eHMfl aMUAHoro 
npoTOHa npn 8 7,85 m.a. ^ Inhich2 5,5 Fl^, a 
TaiOKe cumanbi nor/iou^eHUJi apowaTviHecKi/ix 
npoTOHOB: 

H-5. as 6,88 M.A. 15,6 8.1 Tm 

H-2,aa5 6,78 M.A. l2,6 1 fi 

H-6. aas 6,60 M.A. l6,2 1.8 tm, 15,58,1 r{\. 

TaKMM o6pa30M. MeioAOM PIMP 
noATBep>KAeHO HariMMne b Moneicyne 
npon3BOAHbix Ao0aMMHa Tpex m AByx amiJioB 

COOTBerCTBeHHO. 

HajiMMne B cneKTpe riMP AnaunjibHoro 
npokisBOAHoro ppcpaMma cuimana nomou^eHiifl 
npoTOHa OAHOi^ m3 ruAPOKCMribHbix rpynn 
nosBOJifler ycraHOBkiTb c noMOLMbio 
cnei^nanbHbix MeroAUK riMP-cneKipocKonuM 
nono)KeHMe cbo6oahom rMAPOKcmibHOM rpynnbi b 
apowaTMHecKOM Konbue MoneKyjibi. 

ripn noAasjieHMn cnMH-cnuHOBoro 

BSaHMOAePiCTBMfl p -MeiHJieHOBblX npOTOHOB 

MOJieKyjibi AOCtJaMMHa c npoTOHaMU 
apoMainMecKoro KonbL\a Ha ^acTore 
nomoii^eHMfl p -Meri^/ieHOBbix npoTOHOB 
Ha6nioAaeTCfl cy)KeHMe cMmanoB nomoLAeHi^n 
npoTOHOB H-2 M H-6. nono>KeHMe 
ruApoKCHTibHoC^ rpynnb! AnaminbHoro 
npOM3BOAHoro ycraHOBJieHo Ha ocHOBaHMH 

MSMeHGHMfl MHTeHCMBHOCTH CUma/lOB 

nornoLneHMfl apoMarnMecKnx npoTOHOB npi/i 
npkiMeHenuM roMOflA©PHoro scpclDeKTa 
OBepxayaepa (5^30). B sKcnepuMeHiax no f\30 
npn HacbiLneHMH cMrnana nporoHa 
ruApoKCMJibHoi^ rpynnbi o6Hapy)KeHo saMernoe 
B03pacTaHMe nHTeHcuBHocTn curwana 
nomomeHMfl npoTOHa H-2. 3to 
CBkiAeTenbCTByer o npocTpaHCTBeHHoCt 
6J1M30CTM nocneAHero k ruAPOKCHJibHoC^ rpynne 
AMam^nbHoro npon3BOAHoro, oAHoaHaMHO 
AOKasbiBaioiMee, mto rMApoKCMJibHan rpynna 
naxoAHTCfl b M-nono>KeHmi k rpynnnpoBKe 
-CH 2CH2NHR2. 

l/lMMyHOiponHyio aKmBHocTb OL^eHMBajiM no 
cnoco6HocTM npenaparoB MSMeHRTb: 

o6pa30BaHMe aHTMieji k TecT-aHTureHaM 
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(dpMTpoL4t4Tbi 6apaHa); 

peaKL^ktK) rMnepMyBCTBMTenbHOCTM 
saMeAneHHoro THna; 

peaKL^Mio "TpaHcnnaHTaT npoTMB xoaflMHa"; 

cjsarouMTapHyio aiaiiBHocTb Hei^Tpo(|)bixiOB; 

nponnctepaunK) KneroK KOCTHoro Moara; 

pesMcreHTHocTb SKcnepuMeHTa/ibHbix 

>Kk1B0THblX K HHCj^eKUMM, 

B OKcnepuMeHTax Mcnonbaoaanncb caMi^bi 
Mbimef^ rnOpnAOB (CBAxC57B1)F1, m 
HejiMHeMHbix Mbimeft MaccxjM 20-25 r. >KMBOTHbie 
coAepKanMCb npM TeMneparype 20-21 oC npM 12 
M pe>KviMe ocBeu^eHkin. Aocryn k KopMy ad 
libitum. 

MocneAyeMbie npenapaibi bboaiuim 

BHyTpM6piOLiJklHHO Mflkl nOAKO)KHO B BMAO 

cycneH3MM b 0,1 wn <t)H3Mo;iorMMecKoro 
pacTBopa, coAep)Kamero 0,1% Tbmh 80 (b 
OTAenbHbix 3KcnepviMeHTax ncnonbsoaajin 

0,17% TBHH 80). KOHTpOJlbHblM >KMB0THblM 

BBOAnnn paBHbiW oGteM ct)H3Mo;iorn4ecKoro 
pacTBopa, coAepJKainero Tbhh 80. Mn-beKqHH 
npoBOAn/in no cxeMe 0,1, 2 m -1, 0,1, rAe 0 
AeHb MMMyHMaai^i^ki. Ann MHAyKL^HM 
aHTMTeJioo6paaoBaHiifl tmrne^ 
MMMyHM3MpoBaiiM dpnTpOL^MTaMH 6apa6aH B 
Aoae 107 KneroK Ha Mbiiub. Mepea 6 cyr 
MMMyHbi3aL^Mi/i MbiLuet^ aaOnBajiki 1/1 onpeAeJinni^ 
TUTpbi reMarmfOTMMMHOB \a reMonnTMMecKyio 

aKTMBHOCTb CblBOpOTKM 

cneKTpoc{)OTOMeTpMMecKMM MeroAOM (A. A. 
BypKHH, A.C.rioceB Xmm. c|3apM. }KypHan. 1976, 

N 11, C. 41-45) B MMKpOMOAMCtJMKai^MM. flpM 

kicnofibaoBaHMM peaKL^Mn 
runepHyBCTBMTejibHOCTM aaMeAneHHoro runa 
(fST) MbiLue^ ceHCM^MnMakipoBajiM 
BHyTpi46pioLUkiHHO KTieTKaMM Staphylococcus 
albumen b Aoae 510^ KneroK na Mbiiub. Mepea 5 
cyr B noAyiueMKy 3aAHeC^ Jianbi bboamjih 
paapemaiou^yK) Aoay KJieroK Staphylocx)Cx:us 
albumen 10^ KneroK b 0.05 mji. Mepea 24 m 
M3Mepnjiii paaHML^ b Maccax KOHrpofibHoi^ m 
BocnajieHHoCt nan. 

B OTAe/ibHbix SKcnepMMeHTax b KanecTBe 
TecT-aHTureHa ncnonbaoBajin apmpoLinTbi 
Gapana, ceHCM6MJin3npyioa\afl Aoaa 3 10^, 
paapeuLiafOQ^afl Aoaa lO^KneiOK. 

npn onpeAenennn bjiuhhua ncx^neAyeMbix 
coeAnneHMV^ na cparoL^HTapHyio aicTMBHOCTb 
HeCiTpo0MJiOB Hepea 24 h nocne 
BHyTpM6pK)ijuiiHHo{^ kiH-beKUkiM npenapaTOB 
0T6kipanH KpoBb b pacraop renapi^Ha (KOHeHHan 
KOHueHTpai^tifl 10 eA/Mfi). SareM 0,1 mji KpoBM 
CMeiuMBajiui c 0,05 mji cycneHaMM KneroK 
Staphylococcus albumen, nHKyenpoBann 30 mmh 
npn 37 °C, nuanpoBann apuTpoi^nTbi c noMou^bio 
0,83% NH4CI. Ae^ajiM MaaKM )a ct}biKCMpoBanM 
cni^pTOM. riocne oKpaiuMBankifl no 
PaMOHOBCKOMy-fuMae noACMUiTbiBanki muicjio 
ct)aroi^i4pyioLAMX tcneroK iia 200 HeC^rpocpkinoB 
(aKTMBHOCTb ct)aroL^MT03a) M cpeAHee hmcho 
Mi4Kpo6Hbix KneTOK, nornou^eHHbix oahmm 
Hei^Tpo4)MnoM (c^JorounTupyjoinnC^ MHAeKc). flpvi 
oL^eHKe aKTMBHocTM HeMTpocJjMnoB no npoAyKL^MM 
cynepoKCMAHoro paAHKana KpoBb, nonyHeHHyio b 
yKaaaHHbix ycnoBUflx, CMeujuBann b 
cooTHOiueHMn 1: 1 c 0,2%-HbiM pacTBopoM 
HMTpocMHero TeTpaaojinfl (HCT), MHKy6MpoBanM 
30 MMH npM 37°C M AenanM MaaKH. Maaioi 
OKpaiuMBanM cact)paHMHOM m noACMMTbiaaiiM 
MMCJio HeC^Tpoct)MJioB, coAep)KaLi^bix rpanyjibi 
BoocTaHOBfieHHoro HMTpoTeTpaaojikin m3 200 

KiieTOK. 

ripki MccneAOBaHMM ariMfiHiifl Ha 
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nponnct)epaL\mo KneroK KocTHoro Moara Mbiiue^^ 
saGnBa/iM L^epsnKajibHOM AMcnoKai^nefi nepea 24 
H nocne oAHOKpaTHoro BHyTpn6piOLUMHHoro 
BBeAeHMn npenaparoB. 3aTeM a crepMJibHbix 
ycjiOBuinx MSBJieKanbi 6onbLUMe 6epL^OBbie koctm. 
MS KOTOpblX c noMOLL^bio cpeAbi 199 BblMblBanM 
KneTKM KocTHoro Moara. nocne 
L(eHTpMct)yrnpoBaHMfl m npoMbiBKM Kne™ 
KynbTUBMpoeann b 96-nyHOMHbix nnaHUjexax pp^i 
MMMyHOJiornHecKMX peaKUMM b TeneHne 16 h npn 
37*^0 BO Bna>KHoC^ arwoc^epe c 5% CO2. B 
i4HKy6aMMOHHyio cpeAy Ao6aBJifljiki 10% 
3ivi6pvioHanbHbiii rennHbefi cbiBopoTKM 
M ^H-TMMMAHH (1 MKM Ha JiyHKy). Ilo HCieHeHMM 
BpeMBHn nHKy6MpoBaHMfl KneTKH nepeHOCMJiM Ha 
6yMa>KHbie ctujibrpbi FN-8. cDmibrpbi 
BbicymtiBaiiM. OTMbiBariM 2 paaa no 5 mmh 
c|}M3MOJiorMMecKMM pacTBopoM, aaiBM 5% TXy 
24 npii 4^C Id eii^e 2 paaa no 5 Mm 5% TXY. 
nocne aacyujkiBaHMfl npocHMTbiaajiM 
paAidoaKTMBHOCTb npo6 b ci^MHL^MJinsiTope >KC-8 

Ha CHeTHMKG. 

PeaKL^Mio "TpaHcnjiaHTai npoinB xoaqnHa" 
onpeAenjinn b noAKOJiennbix nuMctDaTHMecKnx 
yanax npn noKa/ibHOM BseAennn 
nonya/inoreHHbix KneroK. MbimaM, ruepnAaw 
(CBAxC57B1)FI. b noAyiuKy aaAHei^ Jianbi 
BBOAidHM 2 -10^ KneroK, BbiAeneHHbix na 
jiMMct)aTMMecKMX yajioB (naxoBbix. noAKoneHHbix, 
noAMbiLueMHbix, met^Hbix) pOAMrenbCKoro 
renoTuna nmm CBA. B KOHTpnarepajibHyio 
nany bboamjim laKoe KonnMecTBo cnHreHHbix 
KneroK na niAMcpajmecmx yanoe. >KMBOTHbiM 
onbiTHOM rpynnbi b TeneHMe rpex AHet^ BBOAnrin 
MCcneAyeMbie Beu^ecTBa, Ha^nHafl aa 24 m ao 
nepeHoca JinMc|)om/iTOB. Ha BocbMbie cyrKU 
MbiLue^ aa6t/iBajiH i^epai^KanbHO^^ At^cnoKai^kiev^, 
MaBJieKajm noAKonoHHbie mt^dpam^ecme yanbi 
B pacTBop XeHKca m onpeAenflJiM nx Maccy. 

PeaKUkiK) oueHMBajiM no MHAeKcy peaKL\bibi 
-HP: 

MP 

Macca TOAKOJieHHoro ysna ohmthom nanu 
Nacca noaKaneHHoro ys/ia xoHTponbHOi^ /lanu 

npn nayMeHUM annflHUfl npenapara na 
peancTeHTHocTb MbimeC^ k nH^eKL^kin 
McnonbaoBann cyTOMHyio Kynbiypy Salmonella 
enteritidis. >KMBOTHbix aapa>Kajin noAKO>KHoi^ 
MHiDeKLiMei^ 5-10^ KneroK Ha Mbiiub. 
MccneAyeMbie npenaparbi bboamjii^ b re^eme 4 
AHOM, Ham^Han aa cyxKM ao aapa^KSHMn. 3ct}ct)eKr 
npenapara oueHMBanbi no cpeAHeCt 
npoAOJDKMTejibHocTM >KMaHH KMBOTHbix B ppynne. 
npn onpeAeneHMM ocrpot^ tokcmhhoctm 
noACMMTbiBariM KonviHecTBO norneoinx MbiujeJ^ 

nOCJie OAHOKpaiHOC^ BHyrpMepMDLUUHHOl^ 

MHteKi^MH cycneH3Mn nccneAyeMbix Bei^ecTB. B 
KanecTBe seiMecTBa cpasHeHnw 6b!n Bbi6paH 

XOpOUJO HaBSCTHblC^ HMMyHOMOAynflTOp 

neeaMMaoji. Heo6xoAHMO OTMernTb, hto AaHHbie 
o ero ct)apMaKonori/)MecKoC^ aKTMBHocm 
npoTiiBopeMMBbi. B aaanci/iMocTii or nMMyHHoro 
craryca. Aoabi m cxeMbi BBeAenMn jieBaMtiao/i 
cTMMyjiMpyeT m/im ymeraeT MMMyHnreT (B. 
Renoux, Drugs, laso 1980. t.19, c. 89-99). 

OAHaKo coMJiki BoaMO)KHbiM McnofibaoBaTb ero b 
KanecTBe aeu^ecTBa cpaBHeHuin, raK KaK 
MMMyHOMOAynflTopbi. 6nM3Kne no crpyKrype m 
Tuny flet^cTBUfl, oTcyrcTByioT n, Kpowe Toro, 
3T0 Han6onee nayMeHHbiM npenapar. B CB^an c 
TeM, HTO JieBaMnaon ne Bnnwn na 
nponMcfjepaumo KneroK KOCTHoro Moara, b stom 
SKcnepuMeHTe b KanecTBe Beu^ecTBa cpaBHenMn 
McnonbaoBajiH kiaaecTHbiC^ npenapar 
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MeTunypai^nncTHMynflrop nei^Konoaaa. npn 
MayneHMM BJiM^iHUfi npenapaioa na 
peancreHTHOCTb MbimeM k i/iHcf)eK4MflM aha 
cpaBHeHkifl McnonbaoBariii npenapar 
"EpoHXOMyHan" (JIEK, fOrocnaBun), 
npuMenneMbif^ Ann n&^enm 6poHxoneroMHbix 

Peaynbrarbi HccneAOBaHkiE^ MMMynorponHof^ 
aKruBHOCTH aaflBn^iBMbix coeAMHeHMi^ 
npeAcrasneHbi b ra6n.2-5. 

YcraHOBneHO. hto nponaaoAHbie 
2-(3,4-AHOKCMc})eHMn)3TnnaMMHa cnoco6Hbi 

HaMeHflTb aKTHBHOCTb MMMyHHOf^ CUCTeWbl 

(Ta6n.2, 3). Bbipa>KeHHOcrb m HanpaBneHHOcrb 
dcpcpeKra aaBMcnr or aaMecmrenfl. 
BonbUj^HCTBo m ncnbiraHHbix BeiMecra 
CTMMynMpoBano MMMyhonorMHeciaie peaKui^M. 
BMecre c reM coeAHHeHMe 14 yrnerano 
KneroHHbii^ MMMyHnrer. Ha nccneAOBanHbix 
coBAMHeHMk^ Hai^6onbUJan 
HMMyHOCTMMynMpyK)L4a5i aKTHBHocrb 
Ha6nioAanacb y coeAMHenni^ 1 m 2. 06a 
BeinecTBa Bbipa>KeHO cTHMynnpyior 
oSpaaoBaHne anrnren k recr-aHrvireHy 
(Ta6n.2). a npenapar 1 a neKoropoM creneHM 
peaKi^mo r3T (ra6n.2). KpoMe roro, arw 
Beu^ecraa HopManuiayior cHMXceHHyio peaKi^viio 
"rpaHcnnaHrar npori^B xoanMHa" m 
nponMct^epai^Mio KneroK Kocrnoro Moara 
(ra6n.4,5). 

HccneAOBaHMe hobux nponaaoAHbix 
2-(3,4-AMrnAP0KcncteHMn)3TMnaMMHa na 
cnoco6HOCTb ropMoaurb pennnKai^nio Bnpyca 
npoBOAHJiM cneAyioiMi/iM oGpaaoM. 

CEM-SS KneTKM Bbipamenbi b cpeAe RPMI 
1640, coAep>KaLi^eC^ 10% MHaKTkiBMpoBaHHof^ 
cbiBopoTKM nnoAa KopoBbi, 2 mkM rnfOTaMkiHa n 
50 MKr/Mn reHTaMMUMHa. Haonflr BHM-1 BRU 
6bin paaMHO)KeH nyreM MH4)kiLiMpoBaHvin xneroK 
CEM-SS. HaMMHafl c 3 AHfl MHcfJimnpoBaHMfl 
cpsAy coSnpann e>KeAHeBHO m ct)MnbTpoBanM na 
KneTKax CEM-SS. LUraMMbt Bnpyca no nopquflw 
xpaHMnn npn rewneparype -80°C. 
PaawHOKeHne BHM-1 BRU b KneTKax CEM-SS 
MawepflnM nyreM noAcnera cmhl\hl^hm, 
npoAyMnpoBaHHbix b reneHMe 4 AHei^ nocne 
MHCjDuiL^utpoBaHMfl. KneTKM CEM-SS 6binki 
MH4>ML4VipoBaHbi 100-200 cviHi^ML^MM oSpaayioiMMX 
eAMHMU BUM Ha 400.000 KneroK. nocne 
30-MMHyrHof^ a6cop6L^MM oTAennnn ocraroMHbiJ^ 
CBo6oAHbiC^ Bnpyc. UncpHL^npoBaHHbie KneTKM 
pecycneHAnpoBann b cpeAe RPMI. coAepKameM 
10% cbiBopoTKM nnoAa KopoBbi, M BHOcunn no 
0,9 Mn (400.000 KneroK) b nynKM 24-nyHOHHbix 
nnaHUjeroB. Sareivi AoGaanflnn no 0,1 Mn 
paankiHHbix pacraopoB anri/iBMpycHbix 
npenaparoB m KynbruBMpoBanki npi<i 37^C. 
Hepea 4 cyr npoBOAnnn noAcner cmhl^ml^mK 
MeroAOM ceeroBot^ MMxpocKonuiM. 
l/lHrM6MpoBaHMe paaMHO)KeHMn BMpyca 6bino 
noATBep>KAeHO nocpeAcraoM cpaBHeHMn 
aKTMBHOCTM o6paTHot^ TpaHCKpunraabi, 
CBflaaHHoi^ c Hacrm^eM Bnpyca, BbiAenennoP^ 
Mepea 4 aha nocne MHct)i/iL^MpoBaHMfl b 
npucyrcTBUM nnn orcyTCTBun npenapara. 
LlMToroKcuMHocTb onpeAenflnacb naMepenneM 
yMeHbiueHuin )KMaHecnoco6HocTui 
HeMHC|)Mi4vipoBaHHbix KneroK b npMcyrcrBUM 
npenapara c noMou^bio MeroAa BoccraHOBneHMn 
MTT. 

npM McnbiraHMflx npornBOBupycHoi^ 
aKri<iBHOcri<i Mcnonbaosanki cepMM 

Boapacrajoii^nx KOHi^eHrpai^nC^ npenaparoB. 
npuBBAeHHafl B Ta6n.6 Bennnnna 
cooTBercTByer MaKCMManbHoft KOHi^eHrpaL^Mki 
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nccneflyeMoro Beu^ecTBa, ncnonbsyeMof^ b 
SKcnepuMeHie. AianBHOCTb npenapara 
6bipa>Kanacb KaK MMHi^MaJibHan KOHL^eHTpai^iin, 
BbisbiBafOLi^an TopMO)KeHi/ie pen/iMKai^kin BMpyca. 
B KaHecTBe BeLMecTsa cpaBHeHun Mcno/ibsoearM 

aSMAOTMMMAMH. 

KaK BHAHO 1/13 AaHHbix Taeji.6, aanAOTMMMAHH 
noAaBJiflei pennnKaunfo BnpycoB s 
KOHL^eHTpai^nM 0,01 mkM. TorAa KaK coeAHHeHne 

2 B KOHL^eHTpai^MM 0,1 mkM. OAHaKO 

aanAOTHMHAHH SHaHi/iTe/ibHO TOKCHMHee: b 
KOHLj(eHTpaL^MM 0,1 mkM Ha6nioAaeTCfl n^6ejib 
20% uneroK, a coeAHHeHne 2 Aa>Ke b 
KOHueHTpauMM 10 mkM He npoflanfler 

TOKCMMHOCTH. nOSTOMy, yHMTblSafl OOa 3TM 

cpaKTopa (aKTHBHOCTb M TOKCMHHOCTb), onefx/BT 
cHMTaTb 3ct)4)eKTbi aaflsnneMoro coeAHHeHUfl 2 m 
aaMAOTMMkiA^Ha cpaBHUMbiMi^. MccneAOBaHMR 

npOM3BOAHblX 

2-(3,4-AMrMAPOKCn4)eHMn)3TmiaMMHa Ha 
aHTM-BMM-1 aHarna CBMAerenbCTByiOT o tom, 

HTO COeAHHeHUe 2 CnOC06HO TOpMOSMTb 

penjiMKauMio BMpyca. 

B peayjibTare npkiaeAeHHbix Mcx:jieAOBaHHbix 
ycTaHOBJieHO. mto npokisBOAHbie 

2-(3.4-AMrMAPOKCMCt)eHMn)3TMJiaMMHa 

SHaMMTejibHO MeHee roKCMHHbi, MeM npenapar 
neaaMMson. flo MMwiyHOMOAynnpyio^eM 
aKTMBHocTM OHM He ycTynaioT npenaparaM 
cpaBHeHMfl, a no neKOTopbiM noKaaarejiflM 
□peBocxoAflT MX. CneKTp nMwyHOTponHoi^ 

aKTMBHOCTH 3THX CX)eAHHeHHJ^ OTflUMaeTCfl OT 

cneKTpa aKTHBHOCTn neaaMnaona. JleBaMMaon, 

KaK M3BeCTH0. B OCHOBHOM aKTMBI/ipyei 

KneroMHbie peaKUUM, TorAa KaK, HanpuMep, 
coeAMHeHMfl 1 m 2 6onee Bbipa)KeHO 
cTMMy/iMpyiOT ryMopaiibHbie pesKixm. 

VKaaaHHbie o6cTonTejibCTBa noaBonnioT 
peKOMeHAOBaTb npoMSBOAHbie 
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2-(3,4-AnrnApoKCMC)DeHM;i)3THJiaMkiHa b KaMecTse 
noTeHL^nanbHbix HMMyHocTHMynnpyramux 
jieKapcTBeHHbix cpeACTB Ann lepanMM 
3a6oneBaHki{^, cB^iaaHHbix c HapyLueHMevi 

Ct)yHKUUIk1 MMMyHHOb^ CMCTeMbI, a TaK)Ke B 

KaMecTBe cpeACTB owmBHm no6oMHbix 
MMMyHOcynpeccHBHbix BJiM^Hkif^ Apyrvix 
jieKapcTBeHHbix npenapaioB, nanpuwep 

L^MTOCTaTMKOB, M B KaseCTBe npOTMBOBUpyCHblX 

cpeACTB. 

cDopMyna MaoSpeTeHun: 

1 . ripoMaBOAHbie 
2-(3,4-AMriiAPOKCM4)eHMn)-3T^aMMHa o6LueM 
cpopMyjibi 
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CH CH NHR 

2 Z 2 

TAe Ri R2 (C(0) C6H4NO2, C(0)CH(CH3)2. 
C(0)CH/(C3H7)2. C(0)C6Hi 1 , C(0)CH2C6Hi ^ , 
C(0)CH2C5H9. C(0)CH2C!. C(0) (CH2)3 CI. 
C(0) (CH2)4CI. SO2C6H4CH3, SO2C6H4CI, 




-C<0> 



MJin Ri H, a R2 MMoeT yKasahHbie sHaMeHMfl. 
nponBnflK)L4Me MMMyHOTponHyK) aiaMBHOCTb. 
2. N-{ 2 

[3,4-5MC(M306yTMpMnOKCM)C)ieHMJl]3Tkm} 

Mao6yTkipMJiaMMA. Q^naf\^\o\\\\A^ cnoco6HOCTbK) 
TopMoaviTb penjiMKaukiio Bkipyoa. 
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Ta6/iMua 2 



CaoAHasi Ta6nvi\\a peayAbTaTos nMMyHOTponHoi^ aKTMBHocTid npoi^ideoAHux 

2H[3,4-AMrMAPOKCM<t)eHW/l)3TM/iaMMHa (% K KOHTpOniO) 
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Ta6/iMua 3 

B/iM^iHMe coeAMHeHMA 1 m2 Ha npOAO/i>KbiTe/ibHOCTb xiiaHii Mumei;), MH<]>M4i4poBaHHux 

Salmonella enteritldls 



o 



CoeAviHeHMe 


floaa. 


CpeAHA^i npo- 


% K 




Mf/Kr 


A0/1)KMTe/1b- 


KOHTpO/IK} 






HOCTb XCIi3HM, 








CVT 




KOHTpO;ib, (t>M3paCTB0p 




5,9 ±0,3 


100 


KoHTpOiib, 0,1 % Tbmh 80 




7.3±1.3 


100 
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npOAO/i>KeHMe Ta6;i. 3 




C06AI^H6HMd 


/lo3a, 


^peAHHH npo~ 


> K 




Ml / 


Mv/# ImKI 1 Ci 1 b 


VOUTf^An lA 
l\Uf1 1 pUIINJ 














CVT 




1 






111 R 


EpOHXOMyHd/l 






1 IH ^no OTrlO 


Hf*^ (JIEK IOroc/iaBi/)$)) 






lueHMK) K n.1 ) 


KOHTPO/Ib, (t)M3paCTB0p 




5,8±0.5 




KoHTpo/ib, 0,1 % Tbmh 80 




4.9±0,2 


100 


2 


10,0 


5.4±0.4 


110 


/leeaMiiao/i 


2.5 


4.6±0,7 


94 



Ta6iiM ua 4 



BiiMsiHMe MccneAyeMux eeiuecTB Ha peaKuuiio 
** TpaHcnyiaHTar npOTiie xosAMHa" 



CoeAviHeHMe 


Aosa, 


I^HAeKC 


% "c 




Mr/Kf 


peaKUMM 


KOHTPO/IK) 


KOHTpO/lb, (t>M3paCTB0p 




5.64 ±0.61 




KoHTpoJib, 0,1 % Tbmh 80 




4.83±0,57 


100 


1 


10.0 


5.19±0,63 


107 


1 


100.0 


6.67 ±0.6 15* 


138 


2 


10.0 


6.42 ±0.55* 


138 


2 


100.0 


5.74 ±0.1 95 


119 


yieeaMMso/i 


2.5 


5.66±0.91 


117 



npMHenaHMe.B Ka^icAOfl rpynne no 8 Muiuei^ 



BiiMRHMO coeAMHeHMA 1 M 2 Ha npo/iM(]>epaL;Mio KiieroK 
KOCTHoro Mosra Muiuefl 



TaOnMua 5 



O 

to 

o 



CoeAMHeHMe 


Ao3a< 


PaA^OaKTMBHOCTb, 


% K 




Mr/itr 


MMCnO UIMnynbCOB 


KOHTpOilK} 






B MMHyrv 




KOHTpOilb, <]>M3paCTB0p 




29470+3270 




KoHTpoflb, 0,1 % Tbmh 80 




20449+1057 


100 


1 


10.0 


31652+1893** 


155 


1 


100.0 


30198+4451* 


148 


2 


10,0 


26977+4627 


132 


2 


100,0 


30222+3269* 


148 


MeTMiiypauMii 


100.0 


30217+5477 


148 



TaG/iMua 6 



CoeAMHeHMe 


MaKCMMa/ibHafl koh- 


AKTMBHOCTb, 


TOKCMSHOCTb, 


ueHTpauvifl. mkM 


mkM (%) 


MKM (%) 


ASI/IAOTMMMAMH 


1 


0,01 (80) 


1 (20) 


2 


10 


0.1 (40) 


10(0) 



o 

CO 
CO 

o> 

CO 
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